!imping. As well as pain a feeling of tiredness in the legs is not uncommon.
(2) Gangrene and pain in the legs at rest. Intermittent claudication and gangrene may present as separate problems in any individual. Possibly the physician more often sees the patients with intermittent claudication, and the surgeon -those with gangrene.
Special methods of investigation usually add little to the careful clinical study of the patient with occlusive arterial disease affecting the blood supply to the legs. In the clinical examination of such patients there are many more signs to indicate the presence of csclusive arterial disease, than in the analogous condition of angina pectoris. This is fortunate as the hisQry is probably more often misleading; such conditions as osteoarthritis of the joints, meralgia pares ica, foot strain and possibly prolapse of an intervertebral disc may be included in the differen 1 diagnosis of intermittent claudication.
The gnostic test to be described is especially applicable to the early case, in which the more obvious Iter signs of the condition may not have developed. These latter are: (I) Th skin is dry, and poorly nourished; it sweats little and is deficient in hair. The nails too are ,.rophic, but these should be differentiated from those affected by fungi. i?+-Tb muscles of the calf, and sometimes those of the thigh and buttock, depending on the level IN arteial obstruction, may be wasted.
(3) Cqlour changes: The limb, and especially its periphery, may be blue or pale. It may blanch on eelevatio'. If exercised by dorsiplantar flexion with the patient lying horizontal and the leg elevated to 45 degrees, the soles of the feet may become pale in contrast to their normal pink colour. It was in 1907 That Dr. F. Parkes Weber first described this test to the Royal Society of Medicine.
(4) Temperature: As the palpating fingers are passed distally the limb is found to become colder; -*ah indication of the level of arterial obstruction may be obtained in this way.
(5) Tenderness to palpation of affected muscles may be found.
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All these signs may be absent and the physician may require the help of special investigations to establish a diagnosis. Such investigations are diagrammatically represented in Fig. 1 ; the list is not a comprehensive one. Arteriography and aortography are useful in the diagnosis and particularly in the location of arterial occlusions but neither is a simple procedure. We have no, found that oscillometry itself adds much to a careful clinical examination. Plethysmography is of OCCWSIVE This test has proved to be of great value diagnostically. Although instrumental in the first instance, it has helped one to gain more from the purely clinical examination of the patient. Firstly the instrumental method will be described, and then its clinical application.
In this examination graphic recordings are made of pulsations in a limb before and after exerciso. The apparatus consists of an automatic oscillograph, and was designed and its use described by Borje Ejrup of Stockholm (Ejrup, 1948) .
Before examination the subject rests quietly on a couch for 15 minutes; a cuff is then placed around the ankle. The cuff consists of an inflatable rubber ring surrounded by a firm cloth covering; it is automatically inflated and deflated. Pulsations in it during the inflation phase are transmitted by means of a piezo-electric manometer and an amplifier to a pen. As the pressure increases, the pen advancesvertically and pulsations are recorded in the horizontal plane. The recording paper is marked with horizontal lines, and the paper calibrated so that these mark the pressure increase in the cuff in steps of 50 mm. of mercury from 0 to 300 mm. A tracing is automatically obtained every thirty seconds.
After satisfactory recordings at rest the subject exercises-either by vigorous dorsiplantar flexion of the foot for about 90 seconds while lying horizontal, or by running gently or walking briskly for up to 200 yards.
It is found that in normal subjects there is an increase in the amplitude of pulsations after exercise (normal response), whereas in those with occlusive arterial disease (either complete or incomplete1 obstruction) the amplitude of pulsations diminishes (inverse response). This lasts for at least tw&, tracings after exercise and mnay persist for as long as 30 minutes. Subsequently readings are similarly obtained from the calf and thigh, and sometimes the foot.
There is good correlation between the site of arterial obstruction as demonstrated by arteriography, and the level of the inverse reaction. The inverse reaction occurs distal to gross narrowing or obstru.' tion of a major artery and persists distal to that site-thus the upper limit only of the obstruction is indicated. In patients with femoral arterial obstruction inverse reactions are found at the calf and. ankle, and in those with popliteal arterial obstruction at the ankle. When the tibial vessels are obstructed an inverse reaction is found at the foot only. Finally, where the aorta or iliac arteries . obstructed, an inverse reaction occurs at the thigh and distally (McDonald and Semple, 1952) .
It should be emphasised:
(1) that tonoscillography after exercise indicates only the upper limit of an arterial occlusion.
(2) that the information regarding the site of the obstruction refers to the majority of cases; exceptions may occur.
(3) we have found no case of intermittent claudication in which an inverse response was not obtained. As regards the last it is interesting to note that inverse reactions after exercise are found in the legs of patients with severe anmmia and coarctation of the aorta; after such conditions are corrected the response on tonoscillography after exercise returns to normal.
CLINICAL TEST To carry out this the dorsalis pedis and posterior tibial pulses are palpated after a period of rest .and their position marked with a skin pencil. The patient then takes exercise as is described above. In the great majority of patients with arterial obstruction the pulses will be impalpable after exercise, or they will have become grossly diminished. This lasts for i-3 minutes. The clinical test is naturally not as sensitive as the instrumental method but is sufficiently so for the large majority of cases.
Although Andre-Thomas and Levy-Valensi described this clinical phenomenon in the French literature in 1918 its value has not been generally appreciated.
In conclusion, this test, the examination of the pulses before and after exercise is another example of how instrumental methods may be used to enable the physician to learn more from the purely clinical examination of a natient.
The Problem of Therapy with Fibrinolytic Substances [Abstract] By A. P. FLETCHER, M.D., M.R.C.P.
The Wright-Fleming Institute of Microbiology and St. Mary's Hospital A NUMBER of interesting problems are raised by the use of the plasminogen plasmin system and its activator streptokinase in the therapy of human disease. Streptokinase is an extracellular metabolic -.product of hemolytic streptococci which is now available commercially in a state of considerable potency.
Numerous enthusiastic clinical reports have been published concerning the use of streptokinase in the removal of deleterious exudate or fibrin from the pleural space, cerebrospinal spaces, and super-'zial areas of ulceration due to trauma or infection.
The advantage of being able to remove such fibrinots exudate is of coUrse considerable, but it is now apparent that this is at times more difficult than earlier reports would lead one to believe. There is a serious lack of information concerning optimal dosage and the likely results of such enzyme therapy, ,-when applied to the different systems of the body. Dosage has hitherto been on an empirical basis and has had to be judged on individual clinical response. The word fibrinolysin is not employed since previously it has been used to indicate both the bacterial activator of the system (streptokinase) and the active enzyme (plasmin).
The work of Milestone (1941) and later Christensen and MacLeod (1945) has shown conclusively that streptokinase has no fibrinolytic properties and requires a serum factor for its substrate, this is niamed plasminogen and behaves chemically as a euglobulin. On treatment with streptokinase or other activator, plasminogen acquires fibrinolytic properties and is named plasmin.
